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In 1936 Grulee and Sanford' wrote with regard to infantile eczema, ' We believe, however, that the effect of diet on these infants, once so stressed, has been largely lost sight of recently'. They then described a study designed to answer the question. Forty-seven years later the issue is still hotly debated, despite numerous papers which have appeared on the subject in the meantime. This paper reviews some of the studies which have been conducted, grouped according to their design.
Prospective observational studies
In these studies infants were followed up to see whether the type of feeding bore any relation to the subsequent incidence of disease.
Infants not selected by medical history. The first and largest of all the studies on this topic was that of Grulee and Sanford.' In the study 20 061 infants were followed up from birth to age 9 months and a striking association was found between bottle feeding and eczema. In comparison with the breast fed babies, eczema was twice as common in the partially breast fed, and seven times as common in the bottle fed. Gerrard A different kind of follow-up study, concerned with the prognosis rather than the incidence of asthma, was conducted by Blair.13 He followed up 244 asthmatic children for longer than 20 years and found that those who had been breast fed for at least 8 weeks had on average an appreciably better prognosis than those who had never been breast fed. Breast feeding even for less than a week seemed to confer some prognostic advantage, at least for the first 5 years; no data were presented on the effects of breast feeding for 1-8 weeks.
In a preliminary report, Cogswell and Alexander14 described a 3 year follow-up study of 80 infants with a family allergic history. They 'found that babies breast fed for over 3 months had a slightly greater incidence of eczema and positive cutaneous allergy tests than did babies fed on cows' milk alone', and attributed the difference to food antigens in breast milk. But the numbers were small-eczema occurred in 11 out of 23 babies breast fed for 3 months and in 5 out of 13 never breast fed-so that no conclusions should be drawn about the relative incidence of eczema in the two groups.
Comment
The main drawback to this type of study is that the mothers who decide to breast feed are likely to differ from other mothers in ways which could conceivably affect their children's risk of allergic disease. The original study by Grulee 18 % of the soya group and in 50% of the controls (P<0*0001), the difference being due to asthma and perennial allergic rhinitis. No significant difference occurred in the incidence of eczema, which was very low in both groups (6 cases in the soya and 2 in the control groups).
In the trial by Brown et Forty-eight infants with a bi-parental history of atopy were randomised to receive soya or cows' milk from weaning to age 9 months. Two-thirds of the children developed atopic disease and there was no significant difference between the groups.
The random controlled trial is undoubtedly the best way of investigating a hypothesis of this kind. These three trials gave conflicting results, but the second was invalidated by non-compliance, the third was very small, and in none was the assessment apparently 'blind'. In other respects the first trial was a remarkable achievement and arguably the best study so far. Its results provide important evidence for the hypothesis, although the lack of blind assessment leaves open the possibility of bias.
Other intervention studies
These studies represent a compromise between the observational and intervention methods.
Glaser and Johnstone21 selected 96 infants who had an allergic parent or sibling. Cows' milk was withheld from these infants from birth, all but 8 being given a soya-based substitute. They were followed up for periods varying from 7 months to 10 years, and their incidence of allergy was compared with that occurring in two historical control groups. One of these comprised siblings of the experimental group while the other was a group with family histories similar to those of the experimental subjects. Major allergy occurred in 15% of the experimental group and in 64% and 52% of the control groups respectively. The sibling control group was inevitably weighted with children who had allergic disease in that an allergic sibling was one of the criteria used for selecting the index cases, thereby invalidating comparisons made with this group.
Another part-intervention study was that of Halpern et al.22 on 1753 unselected infants. Only a subgroup was randomly fed breast milk, soya, or cows' milk; the original groupings were not adhered to in the analysis but the babies were reallocated according to what they actually received. Breast fed, soya fed, and milk fed infants had a similar incidence of allergy, which was not apparently assessed 'blind'. The onset of allergy occurred on average 6 months later in the breast fed group than in the cows' milk group (P<005), the soya group being intermediate.
The small part-intervention study by Matthew et 
